w^, p 



10/663335 



FILE 1 REGISTRY 1 ENTERED AT 12:12:10 ON 15 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 14 MAR 2006 HIGHEST RN 876856-38-1 
DICTIONARY FILE UPDATES: 14 MAR 2006 HIGHEST RN 876856-38-1 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

************************************* 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
************************************* 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 



V 4 
5 



NODE ATTRIBUTES: 
CONNECT IS X3 RC AT 7 
DEFAULT ML EVE L IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC I 

NUMBER OF NODES IS 12 
STEREO ATTRIBUTES: NONE 



LI 



STR 



Hy 10 



^ 7 11 





Searcher : Shears 571-272-2528 



10/663335 



L2 34 SEA FILE=REGISTRY SSS FUL LI 

100.0% PROCESSED 8713 ITERATIONS 34 ANSWERS 

SEARCH TIME: 00.00.01 

FILE 'CAPLUS 1 ENTERED AT 12:12:10 ON 15 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 15 Mar 2006 VOL 144 ISS 12 
FILE LAST UPDATED: 14 Mar 2006 (20060314/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 

L3 3 L2 

L3 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 
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DOCUMENT NUMBER: 143:125834 

TITLE: A Three-Dimensional Pharmacophore Model for 

5-Hydroxytryptamine6 (5-HT6) Receptor Antagonists 

AUTHOR (S) : Lopez-Rodriguez, Maria L.; Benhamu, Bellinda; de 

la Fuente, Tania; Sanz, Arantxa; Pardo, Leonardo; 
Campillo, Mercedes 

CORPORATE SOURCE: Departamento de Quimica Organica I, Facultad de 

Ciencias Quimicas, Universidad Complutense, 
Madrid, E-28040, Spain 

SOURCE: Journal of Medicinal Chemistry (2005), 48(13), 

4216-4219 

CODEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Forty-five structurally diverse 5-hydroxytryptamine6 receptor (5-HT6R) 
antagonists were selected to develop a 3D pharmacophore model with the 
Catalyst software. The structural features for antagonism at this 
receptor are a pos . ionizable atom interacting with Asp3.32, a 
hydrogen bond acceptor group interacting with Ser5.43 and Asn6.55, a 
hydrophobic site interacting with residues in a hydrophobic pocket 
between transmembranes 3, 4, and 5, and an aromatic- ring hydrophobic s 
interacting with Phe6.52. 

IT 676448-24-1 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 
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(three-dimensional pharmacophore model for 5-HT6 receptor 
antagonists ) 
RN 676448-24-1 CAPLUS 

CN lH-Indole, 2- (phenylsulf onyl) -4- (1-piperazinyl) - (9CI) (CA INDEX 
NAME) 
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PATENT INFORMATION: 



2004:267300 CAPLUS 
140:303525 

Preparation of 2 , 4-substituted indoles as 5-HT6 
modulators 

Madera, Ann Marie; Weikert, Robert James 

F. Hoffmann-La Roche A.-G., Switz. 

PCT Int. Appl. , 38 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 
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20050719 
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14363 
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NO 2005000664 
PRIORITY APPLN. INFO. 



20050415 



NO 2005-664 

US 2002-411480P 



20050208 
20020917 



WO 2003-EP9969 



W 20030908 



OTHER SOURCE (S) 
GI 



MARPAT 140:303525 




AB The title compds . [I; n = 0-2; p = 1-2; Rl = (un) substituted 

(hetero) aryl; R2 = (un) substituted heterocyclyl; R3 = H, alkyl, COR5 
(wherein R5 = alkyl, alkoxy, aryl, aryloxy) ; R4 = H, OH, CN, alkyl, 
etc.], useful for treating or preventing a disease state that is 
alleviated by 5-HT6 agonists, were prepared E.g., a 3-step synthesis 
I [n = 2; Rl = 2-FC6H4; R2 = piperazino; R3, R4 = H] , was given. The 
compds. I were tested and found to have selective 5-HT6 receptor 
affinity. Activities for representative compds. I were given. The 
pharmaceutical composition comprising the compound I is claimed. 

IT 676448-24-1P 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of 2, 4-substituted indoles for treating or preventing 
disease state that is alleviated by 5-HT6 agonists) 

RN 676448-24-1 CAPLUS 

CN lH-Indole, 2- (phenylsulf onyl ) -4- ( 1-piperazinyl ) - (9CI) (CA INDEX 
NAME) 



H 




IT 676447-83-9P 
676447-88-4P 
676447-93-1P 

676447- 98-6P 

676448- 02-5P 
676448-05-8P 
676448-08-1P 
676448-11-6P 



676447-85-1P 
676447-89-5P 

676447- 95-3P 

676448- 00-3P 
676448-03-6P 
676448-06-9P 
676448-09-2P 
676448-12-7P 



676447-86-2P 
676447-91-9P 

676447- 97-5P 

676448- 01-4P 
676448-04-7P 
676448-07-0P 
676448-10-5P 
676448-25-2P 
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676448-26-3P 676448-27-4P 676448-28-5P 
676448-29-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 2, 4-substituted indoles for treating or preventing 
disease state that is alleviated by 5-HT6 agonists) 
RN 676447-83-9 CAPLUS 

CN lH-Indole, 2- (phenylsulf onyl ) -4- ( 1-piperazinyl ) monohydrochloride 
(9CI) (CA INDEX NAME) 



H 




• HC1 



RN 676447-85-1 CAPLUS 

CN lH-Indole, 4- ( 4-methyl-l-piperazinyl ) -2- (phenylsulf onyl ) - (9CI) (CA 
INDEX NAME) 



Me 




RN 676447-86-2 CAPLUS 

CN lH-Indole, 4- ( 4-methyl-l-piperazinyl ) -2- (phenylsulf onyl ) - , 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676447-85-1 
CMF C19 H21 N3 02 S 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

! 

C- C02H 
F 

676447-88-4 CAPLUS 

lH-Indole, 2- [ (2 , 3-dichlorophenyl ) sulfonyl] -4- ( 1-piperazinyl) 
(CA INDEX NAME) 




676447-89-5 CAPLUS 

lH-Indole, 2-[ (2 , 3-dichlorophenyl ) sulfonyl] -4- (1-piperazinyl) 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676447-88-4 

CMF C18 H17 C12 N3 02 S 
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N 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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I 

F- C- CO2H 
I 

F 

RN 676447-91-9 CAPLUS 

CN lH-Indole, 2- [ (2, 3-dichlorophenyl ) sulfonyl] -4- (4 -methyl- 1-piperazinyl) - 
, monohydrochloride (9CI) (CA INDEX NAME) 




Me 



• HC1 

RN 676447-93-1 CAPLUS 

CN lH-Indole, l-methyl-2- (phenylsulf onyl ) -4- (1-piperazinyl) 
dihydrochloride (9CI) (CA INDEX NAME) 
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• 2 HC1 



RN 676447-95-3 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl ) sulfonyl] -4- (1-piperazinyl) 
dihydrochloride (9CI) (CA INDEX NAME) 




H 



• 2 HC1 

RN 676447-97-5 CAPLUS 

CN lH-Indole, 2- [ (2-methylphenyl ) sulfonyl] -4- ( 1-piperazinyl ) - (9CI) (CA 
INDEX NAME) 




H 



RN 676447-98-6 CAPLUS 
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CN lH-Indole, 2-[ (2-methylphenyl) sulf onyl] -4- ( 1-piperazinyl ) 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676447-97-5 
CMF C19 H21 N3 02 S 




H 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F— C- CO2H 
I 

F 

RN 676448-00-3 CAPLUS 

CN lH-Indole, 4- ( 1-piperazinyl ) -2- [ [2- (trif luoromethyl ) phenyl] sulfonyl] 
(9CI) (CA INDEX NAME) 




a 

N 
H 

RN 676448-01-4 CAPLUS 

CN lH-Indole, 4- (1-piperazinyl) -2- [ [2- ( trif luoromethyl) phenyl] sulfonyl] 
mono ( trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 676448-00-3 

CMF C19 H18 F3 N3 02 S 




H 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F- C- C02H 
F 



RN 676448-02-5 CAPLUS 

CN lH-Indole, 4- (3, 5-dimethyl-l-piperazinyl) -2- (phenylsulf onyl) - (9CI) 
(CA INDEX NAME) 




RN 676448-03-6 CAPLUS 

CN lH-Indole, 4- (3, 5-dimethyl-l-piperazinyl ) -2- (phenylsulf onyl) -, 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676448-02-5 
CMF C20 H23 N3 02 S 
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CMF C2 H F3 02 
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! 

F- C- CO2H 
F 

RN 676448-04-7 CAPLUS 

CN lH-Indole, 2- [ (3-bromophenyl) sulfonyl] -4- ( 1-piperazinyl ) - (9CI) (CA 
INDEX NAME) 




o 

N 
H 

RN 676448-05-8 CAPLUS 

CN IH-Indole, 2- [ (3-bromophenyl) sulfonyl] -4- (1-piperazinyl) -, 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676448-04-7 

CMF C18 H18 Br N3 02 S 
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CRN 76-05-1 
CMF C2 H F3 02 
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F- C- C02H 
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RN 676448-06-9 CAPLUS 

CN lH-Indole, 4- ( 1-piperazinyl ) -2- (2-thienylsulf onyl ) - (9CI) (CA INDEX 
NAME) 




0 

H 



RN 676448-07-0 CAPLUS 

CN lH-Indole, 4- ( 1-piperazinyl ) -2- (2-thienylsulf onyl ) 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676448-06-9 

CMF C16 H17 N3 02 S2 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 
I 

F- C- CO2H 

I 

F 

RN 676448-08-1 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl) sulfonyl] -4- (4-methyl-l-piperazinyl) 
monohydrochloride (9CI) (CA INDEX NAME) 




Me 



• HC1 

RN 676448-09-2 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl ) sulfonyl] -l-methyl-4- ( 1-piperazinyl ) 
(9CI) (CA INDEX NAME) 
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RN 676448-10-5 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl ) sulfonyl] -l-methyl-4- (1-piperazinyl) 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676448-09-2 

CMF C19 H20 F N3 02 S 




CM 2 

CRN 76-05-1 

CMF C2 H F3 02 

F 

I 

F— C- C02H 
I 

F 

RN 676448-11-6 CAPLUS 

CN lH-Indole, 2- [ ( 3-bromophenyl ) sulfonyl] -l-methyl-4- ( 1-piperazinyl ) - 
monohydrochloride (9CI) (CA INDEX NAME) 
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Me 
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N 
H 



• HC1 



RN 676448-12-7 CAPLUS 

CN lH-Indole, 2- (phenylsulf onyl) -4- (4-piperidinyl) - (9CI) (CA INDEX 
NAME) 



H 




RN 676448-25-2 CAPLUS 

CN lH-Indole, 2- [ (2, 3-dichlorophenyl) sulfonyl] -4- ( 4 -methyl- 1-piperazinyl ) 
(9CI) (CA INDEX NAME) 




Me 



RN 676448-26-3 CAPLUS 

CN lH-Indole, l-methyl-2- (phenylsulf onyl ) -4- ( 1-piperazinyl ) - (9CI) (CA 
INDEX NAME) 
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Me 



RN 676448-27-4 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl) sulfonyl] -4- ( 1-piperazinyl) - (9CI) (CA 
INDEX NAME) 




H 



RN 676448-28-5 CAPLUS 

CN lH-Indole, 2- [ (2-f luorophenyl) sulfonyl] -4- ( 4-methyl-l-piperazinyl) - 
(9CI) (CA INDEX NAME) 




Me 



RN 676448-29-6 CAPLUS 

CN IH-Indole, 2- [ (3-bromophenyl) sulfonyl] -l-methyl-4- ( 1-piperazinyl ) - 
(9CI) (CA INDEX NAME) 
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IT 676448-14-9P 676448-16-1P 676448-23-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of 2 , 4-substituted indoles for treating or preventing 
disease state that is alleviated by 5-HT6 agonists) 
RN 676448-14-9 CAPLUS 

CN lH-Indole-l-carboxylic acid, 4-[4-[ ( 1 , 1-dimethylethoxy) carbonyl] -1- 
piperazinyl] -2- [ (2-f luorophenyl) sulf onyl] -, 1, 1-dimethyl ethyl ester 
(9CI) (CA INDEX NAME) 




RN 676448-16-1 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ l-methyl-2- (phenylsulf onyl ) -lH-indol-4 
yl]-, 1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 
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RN 676448-23-0 CAPLUS 

CN lH-Indole-l-carboxylic acid, 4- [1- [ (1, 1-dimethylethoxy) carbonyl] -4- 
piperidinyl] -2- (phenylsulf onyl) -, 1, 1 -dimethyl ethyl ester (9CI) (CA 
INDEX NAME) 



O 

II 

C- OBu-t 




C- OBu-t 

II 
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1996:712944 CAPLUS 
126:26455 

Mechanism of Selective Incorporation of the 
Melanoma Seeker 2-Thiouracil into Growing Melanin 
Napolitano, Alessandra; Palumbo, Anna; d'Ischia, 
Marco; Prota, Giuseppe 

Department of Organic and Biological Chemistry, 
University of Naples Federico II, Naples, 1-80134, 
Italy 

Journal of Medicinal Chemistry (1996), 39(26), 
5192-5201 

CODEN: JMCMAR ; ISSN: 0022-2623 
American Chemical Society 
Journal 
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LANGUAGE: English 

AB The mechanism of selective incorporation of 2-thiouracil (TU) , a 
highly specific melanoma seeker, into growing melanins was 
investigated both in vitro and in vivo. Methods used included direct 
anal, of the melanins, by evaluation of the absorption at 350 nm 
(A350) and chemical degradation coupled with HPLC quantitation of pigment 
markers, i.e., pyrrole-2, 3-dicarboxylic acid (PDCA) and 
pyrrole-2, 3, 5-tricarboxylic acid (PTCA) , as well as biosynthetic 
expts . involving tyrosinase-catalyzed oxidation of DOPA, 
5, 6-dihydroxyindole (DHI) , and 5, 6-dihydroxyindole-2-carboxylic acid 
(DHICA) . Injection of radiolabeled TU into melanoma-bearing mice 
resulted in a rapid incorporation of the drug into the tumor pigment, 
with a substantial decrease in A350 and in PTCA yields. Similar 
changes in the absorption properties were observed in biosynthetic 
melanins prepared in the presence of TU, whereas the yields of PTCA and 
PDCA varied depending on the pigment precursor used. When incubated 
with DOPA in the presence of tyrosinase, TU profoundly modified the 
normal course of melanogenesis , favoring formation of a complex mixture 
of addition products consisting mainly of 6-S-thiouracil-DOPA as well as 
DHI-TU adducts. The latter were obtained in larger amts . by enzymic 
oxidation of DHI in the presence of TU and were identified as the 3- and 
2-substituted adducts, the dimer, and the trimer. Similar reactions 
carried out on DHICA yielded the 4-substituted adduct, the dimer, and 
the trimer. A new mechanistic scheme for the incorporation of TU into 
growing melanin is proposed, which envisages nucleophilic attack of 
the thioureylene moiety of TU to transient quihonoid intermediates in 
the melanin pathway, chiefly dopaquinone and 5, 6-indolequinones, 
followed by entrainment of the resulting adducts into the growing 
pigment via oxidative copolymn. with DHICA and/or DHI. 

IT 184846-16-OP 184846-17-1P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(mechanism of selective incorporation of melanoma seeker 
2-thiouracil into growing melanin) 

RN 184846-16-0 CAPLUS 

CN 4 ( 1H) -Pyrimidinone, 2, 2' -[(5, 5' ,6, 6' -tetrahydroxy [ 4 , 4 1 -bi-lH-indole] - 
2,2 , -diyl)bis (thio) ]bis- (9CI) (CA INDEX NAME) 
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CN 4 (1H) -Pyrimidinone, 2,2'-[ (5, 5 1 , 6, 6 1 -tetrahydroxy [ 4, 4 1 :7' ,4' '-ter-lH- 
indole]-2',3' '-diyl)bis (thio) ]bis- (9CI) (CA INDEX NAME) 



Searcher : Shears 571-272-2528 



10/663335 




REFERENCE COUNT: 44 THERE ARE 44 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 

FILE 1 CAOLD 1 ENTERED AT 12:12:22 ON 15 MAR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

L4 0 L2 

FILE 1 USPATFULL 1 ENTERED AT 12:12:40 ON 15 MAR 2006 

CA INDEXING COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 14 Mar 2006 (20060314/PD) 

FILE LAST UPDATED: 14 Mar 2006 (20060314/ED) 

HIGHEST GRANTED PATENT NUMBER: US7013485 

HIGHEST APPLICATION PUBLICATION NUMBER: US2006053519 

CA INDEXING IS CURRENT THROUGH 14 Mar 2006 (20060314/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 14 Mar 2006 (20060314/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Dec 2005 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Dec 2005 

Searcher : Shears 571-272-2528 



10/663335 



L5 



1 L2 



L5 ANSWER 1 OF 1 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



PATENT INFORMATION: 
APPLICATION INFO. : 



USPATFULL on STN 

2004 : 95389 USPATFULL 

2, 4-Substituted indoles and methods of use 
Madera, Ann Marie, Dublin, CA, UNITED STATES 
Weikert, Robert James, Boulder Creek, CA, UNITED 
STATES 

Roche Palo Alto LLC, Palo Alto, CA (U.S. 
corporation) 



NUMBER 



KIND 



DATE 



US 2004072844 Al 20040415 

US 2003-663335 Al 20030916 



(10) 



NUMBER 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 



DATE 
20020917 (60) 



US 2002-411480P 
Utility 
APPLICATION 

ROCHE PALO ALTO LLC, PATENT LAW DEPT. M/S A2-250, 
3431 HILLVIEW AVENUE, PALO ALTO, CA, 94304 
27 
1 

1113 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a compound of the formula: ##STR1## 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 



a pharmaceutically acceptable salt or a prodrug thereof, where 
R.sup.l, R.sup.2, R.sup.3, R.sup.4, p and n are those defined 
herein. The present invention also provides compositions comprising, 
methods for using, and methods for preparing Compound of Formula I. 
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RW: 



PRIORITY APPLN. INFO.: US 2004-572528P 20040518 

AB Provided herein is a composition that contains an effective amount of one or 
more compds . for treating, preventing, or ameliorating a disorder such 
as insomnia or another sleeping disorder and using the composition Mice 
were orally administered a mixture containing dihydromyricetin 75.46, 
myricetin 23.26, and myricitrin 1.27% 60 min prior to low dose 
injection of sodium pentobarbitone (12.5 mg/kg, i.p.). The mixture was 
able to significantly prolong pentobarbital induced-sleeping time. 
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TD, 
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PRIORITY APPLN. 


INFO 












DK 2004-708 




20040504 





GI 




02N 




II 



02N 




III 



AB The invention relates to 5-vinyl-indole derivs . I, which are chemical 
uncouplers useful, e.g., for the treatment of obesity. In compds . I, 
Rl to R4 are independently selected from H, halo, nitro, cyano, 

(un) substituted haloalkyl, (un) substituted alkoxy, (un) substituted 
alkylamino, (un) substituted alkyl, (un) substituted aryl, 

(un) substituted heteroaryl, etc.; R5 is H, halo, nitro, cyano, alkyl, 
alkenyl, alkynyl, alkoxy, or alkylamino; R6 is 4-pyridinium radical, 
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alkyl, alkenyl, alkynyl, carbonyloxy, carbonylamino, etc.; R7 is H or 
cyano, provided that if R7 is H, then R6 is a 4-pyridinium radical, or 
R6 and R7, together with the carbon atom to which they are attached, 
may form a 4- (dicyanomethylene) dihydrophenyl moiety; and R8 is 
selected from H, halo, nitro, cyano, (un) substituted haloalkyl, 
(un) substituted alkoxy, (un) substituted alkylamino, (un) substituted 
alkyl, (un) substituted aryl, (un) substituted heteroaryl, etc. The 
invention also relates to the preparation of I, pharmaceutical compns . 
comprising a compound of formula I, as well as to the use of the compns. 
in the treatment of obesity and related conditions. 

Chloroacetonitrile was substituted with 4-nitrothiophenol followed by 
oxidation to give sulf onylacetonitrile II. Knoevenagel condensation of 
II with 5-formylindole resulted in the formation of 

indolylacrylonitrile III. The compds . of the invention act as chemical 
uncouplers (no data) useful in the treatment of obesity and related 
conditions . 
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Synergistic broad-spectrum microbicide 

compositions containing sulfamoyl compounds and 

dipeptides or basic copper chloride 
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Nissan Chemical Industries, Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 34 pp. 

CODEN: JKXXAF 

Patent 
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1 



PATENT NO. 



JP 2005272310 
PRIORITY APPLN. INFO. 
GI 



KIND DATE 
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APPLICATION NO. 



JP 2004-84042 
JP 2004-84042 



DATE 



20040323 
20040323 



R5 R4 




I 
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AB The microbicide compns . contain (A) sulfamoyl compds . I [Rl, R2 = Cl-4 
alkyl; R1R2 may form C4-6 alkylene; Y = H, halo, Cl-8 alkyl, Cl-6 
alkoxy, Cl-10 alkylthio, Cl-6 haloalkyl, Cl-6 haloalkylthio, 
(un) substituted benzylthio, (un) substituted Ph, (un) substituted 
benzyl; R3-R8 = H, Cl-8 alkyl, C3-8 cycloalkyl, C2-8 alkenyl, C5-8 
cycloalkenyl, C2-8 alkynyl, Cl-8 alkoxy, etc.] and/or their agrochem. 
acceptable salts and (B) dipeptides II (Rl = iso-Pr, Ph; R2 = Me; R3 = 
Ph substituted with R4 at the 4-position, 2-benzothiazolyl which may 
be substituted with R5; R4, R5 = F, Cl, Me, Et, MeO, cyano) or (C) 
basic copper chloride (copper oxychloride) (III) . Concomitant 
application of 1- (N, N-dimethylsulf amoyl ) -3- ( 3-bromo-6-f luoro-2- 
methylindol-l-yl) sulfonyl-1, 2, 4-triazole (at 0.625 g/ha) and Me 
(±) -RS- [3- (N-isopropoxycarbonyl-S-valinyl) amino] -3- (4- 
chlorophenyl ) propanoate (at 2.5 g/ha) showed £80% control of 
disease caused by Phytophthora infestans in potato. 
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Method and agents for control of clubroot disease 

with sulfamoyl compounds 

Suzuki, Hiroyuki; Hasunuma, Nakako 

Nissan Chemical Industries, Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 24 pp. 
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Patent 
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1 



PATENT NO. 



JP 2005082479 
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KIND DATE 
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JP 2003-312347 
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N-. 



so 2 -h< I 

NX ^N 
N^ 



S02-NR1R2 I 



AB Clubroot disease (Plasmodiophora brassicae) is controlled with 

sulfamoyl compds. I (Rl, R2 = Cl-4 alkyl; R1R2 may form C4-6 alkylene; 
Y = H, halo, Cl-8 alkyl, etc.; R3-R8 = H, Cl-8 alkyl, C3-8 cycloalkyl, 
etc.) . I (Rl = R2 = R3 = Me, R4 = Cl, R5 = R7 = F, R6 = R8 = Y = H) 
(at 200 ppm) showed £60% inhibition of Plasmodiophora brassicae 
in Chinese cabbage. Formulation examples are given. 
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AB Title compds. represented by the formula I [wherein A = N or 

(un) substituted C; R = H, halo, (un) substituted alkyl, sulfide, etc.; 
R2 = H, (un) substituted ( cyclo) alkyl, alkenyl, aryl, etc.; R3 = 
(un) substituted hetero (bi) cyclic ring; and pharmaceutically acceptable 
salts thereof] were prepared as glutamate racemase inhibitors. For 
example, II was given in a multi-step synthesis starting from the 
reaction of 6-chlorouracil with cyclopropylmethyl bromide. I showed 
inhibition of glutamate racemase with IC50 values of less than 400 uM. 
Thus, I and their pharmaceutical compns . are useful as glutamate 
racemase inhibitors for the treatment or prophylaxis of H. pylori 
infection. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
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RE FORMAT 
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Preparation of heterocyclic compounds useful as 

malonyl-CoA decarboxylase inhibitors 

Cheng, Jie Fei; Nguyen, Bao Ngoc; Liu, Xuewei; 

Lopaschuk, Gary D. ; Dyck, Jason R. 

USA 

U.S. Pat. Appl. Publ., 18 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



US 2005026969 Al 20050203 

WO 2005011670 Al 20050210 

W: AE, AG, AL, AM, AT, AU, AZ, 

CH, CN, CO, CR, CU, CZ, DE, 

GB, GD, GE, GH, GM, HR, HU, 

KR, KZ, LC, LK, LR, LS, LT, 

MX, MZ, NA, NI, NO, NZ, OM, 

SE, SG, SK, SL, SY, TJ, TM, 

VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE, LS, MW, MZ, 

AM, AZ, BY, KG, KZ, MD, RU, 

DE, DK, EE, ES, FI, FR, GB, 

PT, RO, SE, SI, SK, TR, BF, 

GW, ML, MR, NE, SN, TD, TG 
PRIORITY APPLN. INFO.: 
GI 



APPLICATION NO. DATE 

US 2004-900958 20040728 
WO 2004-US24285 20040728 

BA, BB, BG, BR, BW, BY, BZ, CA, 

DK, DM, DZ, EC, EE, EG, ES, FI, 

ID, IL, IN, IS, JP, KE, KG, KP, 

LU, LV, MA, MD, MG, MK, MN, MW, 

PG, PH, PL, PT, RO, RU, SC, SD, 

TN, TR, TT, TZ, UA, UG, US, UZ, 

NA, SD, SL, SZ, TZ, UG, ZM, ZW, 

TJ, TM, AT, BE, BG, CH, CY, CZ, 

GR, HU, IE, IT, LU, MC, NL, PL, 

BJ, CF, CG, CI, CM, GA, GN, GQ, 

US 2003-492030P 20030801 




AB The present invention provides methods for the use of compds . I [XI, 
X2, X3 = O, N, NH, NR5, S, C; Rl, R2 = H, halogen, substituted 
Cl-6-alkyl, substituted Cl-6-alkenyl, substituted Cl-6-alkynyl, 
alkoxy, (un) substituted Ph, aryl, (un) substituted heteroaryl, 
NHCONR5R6, COR5, CONR5R6, S(0)nR5, S02NR5R6; R3, R4 = H, Br, CI, F, I, 
OH, OMe, C02H, C02R5, CONR5R6, S(0)nR5, S02NR5R6, substituted 
Cl-6-alkyl, Cl-6-alkoxy, (un) substituted Ph, aryl, heteroaryl; R5, R6 
= H, (un) substituted Cl-6-alkyl, (un) substituted Ph, aryl, 
heteroaryl], its enantiomers, diastereomers , tautomers, or physiol. 
acceptable salts or prodrugs, pharmaceutical compns . containing the same, 
and methods for the prophylaxis, management and treatment of metabolic 
diseases and diseases modulated by MCD inhibition. Thus, benzofuran I 
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[XI = CC(:0)NHC6H3(OMe)2-3, 4, X2 = CH, X3 =0, R3 = 4-Br, R4 = 6-Br] 
was prepared from 5-methoxybenzof uran-2-carboxylic acid via 
regioselective bromination at C(3), decarboxylation, 

debromination-carboxylation at C(3), O-demethylation, regioselective 
dibromination and amidation with 3, 4-dimethoxyaniline . The compds . 
disclosed in this invention are useful for the prophylaxis, management 
and treatment of diseases involving in malonyl-CoA regulated 
glucose/fatty acid metabolism pathway. The inhibitory activity of I vs. 
malonyl-CoA decarboxylase was determined [Ki = 31.6 - 4750.2 uM] . In 
particular, these compds. and pharmaceutical composition containing the 
are indicated in the prophylaxis, management and treatment of 
cardiovascular diseases, diabetes, cancer and obesity. 
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141:225308 MARPAT 

Preparation of indolylmaleimides for preventing or 
treating disorders or diseases mediated by T 
lymphocytes and/or PKC or GSK-3P 
Von Matt, Peter; Wagner, Juergen 
Novartis AG, Switz.; Novartis Pharma GmbH 
PCT Int. Appl., 28 pp. 



CODEN : 
Patent 
English 
1 



PIXXD2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004072062 A2 20040826 

WO 2004072062 A3 20041104 

W: AE, AG, AL, AM, AT, AU, AZ, 

CH, CN, CO, CR, CU, CZ, DE, 

GB, GD, GE, GH, GM, HR, HU, 

KR, KZ, LC, LK, LR, LS, LT, 

MX, MZ, NA, NI 

RW: BW, GH, GM, KE, LS, MW, MZ, 

BE, BG, CH, CY, CZ, DE, DK, 

IT, LU, MC, NL, PT, RO, SE, 

CM, GA, GN, GQ, GW, ML, MR, 

CA 2513613 AA 20040826 

EP 1597250 A2 20051123 

R: AT, BE, CH, DE, DK, ES, FR, 

PT, IE, SI, LT, LV, FI, RO, 
PRIORITY APPLN. INFO.: 



WO 2004-EP1323 



20040212 



BA, BB, BG, BR, BW, BY, BZ, CA, 

DK, DM, DZ, EC, EE, EG, ES, FI, 

ID, IL, IN, IS, JP, KE, KG, KP, 

LU, LV, MA, MD, MG, MK, MN, MW, 

SD, SL, SZ, TZ, UG, ZM, ZW, AT, 
EE, ES, FI, FR, GB, GR, HU, IE, 
SI, SK, TR, BF, BJ, CF, CG, CI, 
NE, SN, TD, TG 

CA 2004-2513613 20040212 
EP 2004-710393 20040212 
GB, GR, IT, LI, LU, NL, SE, MC, 
MK, CY, AL, TR, BG, CZ, EE, HU, SK 
GB 2003-3319 20030213 
WO 2004-EP1323 20040212 



GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Ra = H, alkyl, hydroxyalkyl, aminoalkyl, etc.; 
Rb = H, halo, alkyl, alkoxy; R = II, III (wherein Rl, R3 = 
heterocyclyl, XRcY; X = a direct bond, O, S, NR11; Rll = H, alkyl; Rc 
= (un) substituted alkylene; Y = OH, (un) substituted NH2, etc.; R2, R4 
= H, halo, alkyl, alkoxy, CF3, CN, N02, NH2) ] , were prepared E.g., a 
multi-step synthesis of IV which showed, for example, IC50 of 5.4 nM 
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against PKC0 and IC50 of 18 nM against GSK-30, is given. 

The pharmaceutical composition comprising the compound I is claimed. 
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141:106488 MARPAT 

Preparation of pyrazolo [3, 4-d] pyrimidine 

derivatives for treatment of H. pylori infection 

Basarab, Gregory; Eyermann, Joseph; Gowravaram, 

Madhusudhan; Green, Oluyinka; Macpherson, 

Lawrence; Mornings tar, Marshall; Nguyen, Thanh 

Astrazeneca Ab, Swed. 

PCT Int. Appl., 129 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE APPLICATION NO. DATE 



WO 2004056831 
W: AE, AG, 
CH, CN, 
GB, GD, 
KR, KZ, 
MX, MZ, 
SG, SK, 
VN, YU, 
RW: BW, GH, 
AZ, BY, 
DK, EE, 
SE, SI, 
MR, NE, 
AU 2003288869 
EP 1585748 

R: AT, BE, 
PT, IE, 
PRIORITY APPLN. INFO, 

GI 



Al 20040708 WO 2003-SE2033 20031219 

AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, 
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, 
LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
ZA, ZM, ZW 

GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, 
SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
SN, TD, TG 

Al 20040714 AU 2003-288869 20031219 

Al 20051019 EP 2003-781250 20031219 

CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 
: SE 2002-3825 20021220 

WO 2003-SE2033 20031219 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . I-IV [wherein X = S, O, or NR20, with exclusions; W 
= S, O, or NR20, with an exclusion; Rl = H, (un) substituted alkyl, 
alkenyl, etc.; R2 = H, (un) substituted alkyl, alkenyl, etc.; R3 = 
(hetero) cyclyl; R4 = (hetero ) cyclyl ; R20 = H, CN, (un) substituted 
alkyl, etc.] or pharmaceutical^ acceptable salts thereof are prepared 
for the treatment or prophylaxis of H. pylori infection. For example, 
the compound V was prepared in a multi-step synthesis. These compds. 
showed IC50 of <400 \M against glutamate racemase. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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140:375087 MARPAT 

Preparation of bicyclic benzamides as histamine H3 
receptor ligands useful in the treatment of 
neurological diseases 

Best, Desmond John; Orlek, Barry Sidney 

Glaxo Group Limited, UK 

PCT Int. Appl., 51 pp. 
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Patent 
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PATENT NO. 
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APPLICATION NO. DATE 
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AU 2003278119 Al 20040513 AU 2003-278119 20031020 

EP 1554243 Al 20050720 EP 2003-769430 20031020 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 

PT, IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 
JP 2006505623 T2 20060216 JP 2005-501524 20031020 

PRIORITY APPLN. INFO.: GB 2002-24557 20021022 

GB 2003-6328 20030319 
WO 2003-EP11650 20031020 

GI 
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AB The title compds . [I; Rl, R2 = halo, OH, CN, etc.; a, b = 0-2 (a and b 
cannot both = 0); R3 = halo, alkyl, alkoxy, CN, NH2 , CF3; m, n = 0-2; 
p = 0-3 (when p = > 1 then two Rl may instead be linked to form a 
heterocyclyl) ; R4 = (CH2 ) qNRHR12, II (wherein q = 2-4; Rll, R12 = 
alkyl; or NR11R12 = (un) substituted heterocyclyl; R13 = H, alkyl, 
cycloalkyl, alkylaryl, heterocyclyl; R14 = halo, alkyl, haloalkyl, OH, 
dialkylamino, alkoxy; f, k = 0-2; g = 0-2 and h = 0-3 (g and h cannot 
both be 0))), useful in the treatment of neurol . and psychiatric 
disorders, were prepared Thus, reacting 4- [ 3- (piperidin-1- 
yl) propoxy] benzoic acid hydrochloride (preparation given) with indoline 
afforded III which exhibited pKb ^ 8.5 in the histamine H3 

functional antagonist assay. The pharmaceutical composition comprising the 
compound I is claimed. 
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140:357119 MARPAT 

Preparation of amino morpholinopurine derivatives 
for treating interleukin-12 overprodation-related 
disorders 

Sun, Lijun; Ono, Mitsunori; Wada, Yumiko; Ying, 

Weiwen; Przewloka, Teresa; Kostik, Elena 

Synta Pharmaceuticals Corp., USA 

PCT Int. Appl., 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004035740 A2 20040429 

WO 2004035740 A3 20041216 

W: AE, AG, AL, AM, AT, AU, 

CN, CO, CR, CU, CZ, DE, 

GE, GH, GM, HR, HU, ID, 

LC, LK, LR, LS, LT, LU, 

NO, NZ, OM, PH, PL, PT, 

TM, TN, TR, TT, TZ, UA, 

RW: GH, GM, KE, LS, MW, MZ, 

BY, KG, KZ, MD, RU, TJ, 

EE, ES, FI, FR, GB, GR, 

SI, SK, TR, BF, BJ, CF, 

NE, SN, TD, TG 

CA 2502356 AA 20040429 

US 2004198725 Al 20041007 

EP 1556140 A2 20050727 

R: AT, BE, CH, DE, DK, ES, 

PT, IE, SI, LT, LV, FI, 

JP 2006507273 T2 20060302 
PRIORITY APPLN. INFO.: 

GI 



WO 2003-US32546 20031014 
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CA 2003-2502356 20031014 
US 2003-686505 20031014 
EP 2003-776373 20031014 
GB, GR, IT, LI, LU, NL, SE, MC, 
MK, CY, AL, TR, BG, CZ, EE, HU, SK 
JP 2004-545265 20031014 
US 2002-418984P 20021015 
WO 2003-US32546 20031014 
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R3 ^ ^ ,A X .X— Rl 



Y U A 

&XXX 



s w 



R5 




II 



AB The title compds. I [Rl = (hetero) aryl ; R2, R4 = H, halo, CN, alkyl, 
etc.; R3 = H, halo, CN, alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
(hetero) cyclyl, etc.; R5 = H or alkyl; n = 0-6; A = O, S, SO, S02, 
etc; B = N or CRa; X = O, S, SO, S02, etc; Y = a bond, CO, C=NRb, 0, 
S, SO, S02, etc; Z = N or CH; U, V = N or CRa; W = O, S, NRc; Ra = H, 
alkyl, aryl, acyl, sulfonyl, etc.; Rb = H, alkyl, (hetero) aryl, 
(hetero) cyclyl; Rc = H, alkyl, aryl, acyl, sulfonyl; with provisos] 
were prepared for treating interleukin-12 overprodation-related 
disorders. Thus, reaction of 5, 6-diamino-2- [2- (pyridin-2-yloxy) - 
ethoxy] -4-morpholinopyrimidine (preparation given) with m-tolyl isocyanate 
yielded compound II. The prepared compds. were assayed on human PBMC or 
THP-1 cell and showed IC50 < 1 nM. 
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Preparation of 2 , 4-substituted indoles as 5-HT6 
modulators 

Madera, Ann Marie; Weikert, Robert James 

F. Hoffmann-La Roche A.-G., Switz. 

PCT Int. Appl., 38 pp. 

CODEN: PIXXD2 

Patent 

English 
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KIND DATE 



APPLICATION NO. DATE 



WO 2004026831 Al 20040401 WO 2003-EP9969 20030908 
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JP 2006502177 T2 

US 2004072844 Al 

NO 2005000664 A 
PRIORITY APPLN. INFO. : 

GI 



20040401 

20040408 

20050622 
DK, ES, FR, 
LV, FI, RO, 

20050719 

20060119 

20040415 

20050415 



CA 2003 
AU 2003- 
EP 2003- 
GB, GR, IT 
MK, CY, AL 
BR 2003- 
JP 2004- 
US 2003- 
NO 2005- 
US 2002- 
WO 2003- 



2498946 
267063 
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LI, LU, 
TR, BG, 
14363 
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NL, SE, MC, 
CZ, EE, HU, SK 
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20050208 
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AB The title compds . [I; n = 0-2; p = 1-2; Rl = (un) substituted 

(hetero) aryl; R2 = (un) substituted heterocyclyl; R3 = H, alkyl, COR5 
(wherein R5 = alkyl, alkoxy, aryl, aryloxy) ; R4 = H, OH, CN, alkyl, 
etc.], useful for treating or preventing a disease state that is 
alleviated by 5-HT6 agonists, were prepared E.g., a 3-step synthesis o 
I [n = 2; Rl = 2-FC6H4; R2 = piperazino; R3, R4 = H] , was given. The 
compds. I were tested and found to have selective 5-HT6 receptor 
affinity. Activities for representative compds. I were given. The 
pharmaceutical composition comprising the compound I is claimed. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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Preparation of amino acid derivatives as 
antidiabetic agents 

Maruta, Katsunori; Nagata,.Ryu; Iwai, Kiyotaka; 

Ushiroda, Kantaro; Yoshida, Kozo 

Sumitomo Pharmaceuticals Co., Ltd., Japan 

PCT Int. Appl., 207 pp. 
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Patent 
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AB The title compds . with general formula of Rl-Xl-Arl-Wl-Z-W2-Ar2 
[wherein ring Z = (un) substituted pyrrole, pyrazole, imidazole, 
triazole, indole, indazole, or benzimidazole; W2 = a single bond, SO, 
S02, (un) substituted CONH, S02NH, alkylene, alkenylene, or alkynylene; 
Ar2 = (un) substituted aryl or heteroaryl; Wl = (un) substituted 
alkylene, alkenylene, alkynylene, or Y-W3, etc! ; Y = O, S, or 
(un) substituted NH; W3 = (un) substituted alkylene, alkenylene, or 
alkynylene; Arl = (un) substituted arylene or heteroarylene; XI = S02, 
OC02, S03, (un) substituted CONHS02, NHS02, NHCO, S02NHCO, S02NH, CONH, 
OCONH, NHCONH, -NH-C (NH2 ) =N-, NHC02, or Y2-W4; Y2 = S, (un) substituted 
NHCO, CONH, CH=NO, NH, -N(C02H)-, -N(COH)-, -N(S02H)-, or -N(CONH2)-; 
W4 = (un) substituted alkylene; Rl = (un) substituted alkyl, alkoxy, 
alkenyl, or alkynyl, etc.] and prodrugs or pharmaceutically acceptable 
salts thereof are prepared The title compds. have an effect of 
activating PPARa, PPARy, or controlling the activation of 
PPARa/y, and improve insulin resistance, and are useful 
for the treatment of diabetes (no data) . For example, the compound I 
was prepared in a multi-step synthesis. I showed agonist activities of 
20.2 and 4.2 at the concentration of 10 jjM against human PPARa and 
PPARy, resp. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
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Preparation of cyclic hydroxamic acids as 
inhibitors of matrix metalloproteinases and/or 
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AB Title compds. I [wherein ring B = (un) substituted 4-7 membered 

(hetero) cyclic ring containing 0-2 O, N, NR1, or SOp atoms and 0-3 
carbonyl groups; Rl and R2 = independently Q, alk (en/yn) ylene-Q, or 
(un) substituted alkylene-Q interrupted by O, NRa, CO, C02, CONRa, 
NRaCO, NRaC02, NRaCONRa, SOp, NRaS02, or S02NRa; or Rl = 
(un) substituted alkylene-Q interrupted by OCO, OC02, or OCONRa; Q = H 
or (un) substituted (hetero) cyclyl; R3 = Ql, CI, F, alk (en/yn) ylene-Ql , 
or (un) substituted alkylene-Ql interrupted by 0, NR1, NRaCO, CONRa, 
CO, C02, SOp, or S02NRa; Ql = H or (un) substituted Ph, naphthyl, or 
heterocyclyl; Za = (un) substituted benzimidazolyl, indolyl, 
imidazopyridinyl, pyrazolylpyridinyl, benzof uranyl, benzothiazinyl, 
quinolinyl, etc.; Ra = independently H, alkyl, Ph, or benzyl; p = 0-2; 
or stereoisomers or pharmaceutically acceptable salts thereof] were 
prepared as inhibitors of matrix metalloproteinases (MMP) , TNF-a 
converting enzyme (TACE) , aggrecanase, or a combination thereof. For 
example, reaction of benzyl Me maleate with paraformaldehyde and 
glycine gave benzyl Me ( cis ) -3, 4-pyrrolidinedicarboxlyate (100%). 
BOC-protection (64%), debenzylation (96%), resolution of the 
(3S, 4S) -isomer with (S) -a-methylbenzylamine, conversion to the 
carbamate with DPPA and PhCH20H (76%), and Pd catalyzed hydrogenation 
(100%) provided Me ( 3S, 4S ) -4-amino-l- ( tert-butoxycarbonyl ) -3- 
pyrrolidinecarboxylate. Coupling of the amine 'with 

4-[ (2-methylthio-lH-benzimidazol-l-yl) methyl] benzoic acid (preparation 
given) afforded the amide (99%), which was treated with 
NH20H»HCl/MeONa to give the hydroxamic acid (3S,4S)-II (33%). A 
number of the compds. of the invention inhibited MMP-1, 2, 3, 7, 8, 9, 
10, 12, 13, 14, 15, and/or 16 with Ki values of <> 10 mM. 
Thus, I are useful for the treatment of a wide variety of inflammatory 
disorders (no data) . 
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AB Title compds. I [wherein Rl and R6 = independently H, halo, CF3, 

alkyl, alkylthio, alkoxy, CN, N02, NH2, Ph, OPh, SPh, CH2Ph, OCH2Ph, 
SCH2Ph, or (un) substituted amido, carbamido, sulfonyl, etc.; R2 = H, 
halo, CF3, OH, alkyl, alkoxy, CHO, CN, N02, (un) substituted amino, or 
alkylsulfonyl; R3 = C02H, OP03H2, S03H, etc.; R4 = H, CF3, alkyl, 
alkoxy, (alkyl ) cycloalkyl, CHO, halo, etc.; R5 = alkyl, alkoxy, 
(alkyl) cycloalkyl, etc.; and pharmaceutically acceptable salts 
thereof] were prepared as phospholipase enzyme inhibitors. For example, 
5-nitroindole was C3-alkylated (55%) with Me 4- (bromomethyl ) -3- 
methoxybenzoate in dioxane, N-alkylated (57%) with 1-iodopropane in a 
solution of THF and NaH, and converted to the amine (80%) by 
hydrogenation using Pt/C. The amine was converted to the carbamate 
(39%) by addition of cyclopentyl chlorof ormate in CH2C12 and 
4-methylmorpholine, and the resultant ester was hydrolyzed to yield II 
(71%). The latter inhibited cytosolic phospholipase A2 (cPLA2) by 50% 
at a concentration of 170 uM in a coumarin assay and reduced footpad volume 
by 16.61% at a dose of 5 mg/Kg IV in a carrageenan-induced footpad 
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edema test on rats. Thus, I are useful for treatment of inflammatory 
conditions, such as arthritis, inflammatory bowel disease, and asthma 
(no data) . 
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AB R1Z1Z (CH2)nSR2 [I; Rl = (oxa)alkyl, RNHC02CH2CH2 , R3R4NCH2CH2, 

R5NHC0CH2, etc.; R = alkyl, (hetero) aryl (alkyl ) , etc.; R2 = e.g., 

2- benzimidazolyl; R3 = H and R4 = H, (hetero) aryl, etc.; NR3R4 = 
heterocyclyl; R5 = H, ( cyclo) alkyl, (hetero) arylalkyl, etc.; Z = 
substituted 1, 3-phenylene ; Zl = O, S, (alkyl ) imino, etc.; n = 0-5] 
were prepared Thus, 2 , 3-Me (H2N) C6H3C02H was converted in 3 steps to Me 

3- chloromethyl-2-methylphenylthioacetate which was thioetherif ied by 
2-mercaptobenzimidazole and the reduced product carbamylated by PhNCO 
to give title compound II. Data for biol. activity of I were given. 
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Indole derivs. (I), (II), and (III) [where A = CH2 or CH2CH2; B = 
(CH2)n, (CH20)n, (CH2S)n, (OCH2)n, (SCH2)n, (CH=CH)n / (C. tplbond. C) n, 
CON(R6), N(R6)CO, O, S, or N(R6); Rl and R5 = independently H, OH, 
halogen, CN, N02, Cl-5 alkyl, alkenyl, alkynyl, or (un) substituted 
aryl, etc.; R2 and R3 = independently H, C02H, COR5, CONR5R6, 
(CH2)nW(CH2)mZR5, (CH2)nWR5, ZR5, Cl-10 alkyl, alkenyl, or substituted 
aryl; R4 = H, OH, OR6, SR6, CN, COR6, NHR6, C02H, COR6R7, N02, 
(un) substituted sulf amidocarbonyl, Cl-5 alkyl, alkenyl, or substituted 
aryl; R6, R7 = H, Cl-5 alkyl, alkenyl, alkynyl, or (un) substituted 
aryl; W = 0, S, CH2, CH=CH, C. tplbond. C, or N(R6); X = O, S, N(R6); Z 
= CH2, 0, S, N(R6), CO, C0N(R6), N(R6)CO; m and n = independently 0-4] 
and pharmaceutically acceptable salts thereof, were prepared Thus, 
2, 4-thiazolidinedione and K2C03 followed by NaOH were added to 
5- (benzyloxyl) -1- (4- { [3, 5-bis ( trif luoromethyl ) phenoxy] methyl } benzyl) - 
lH-indole-2-carboxaldehyde in EtOH to form the 2, 4-thiazolidinedion-4- 
ylidene derivative The ylidene was dissolved in a solution of DMF and NaH, 
reacted with an alkyl ester of 4- (bromomethyl ) benzoic acid, and 
deesterified with HF to yield the acid, (E)-(IV). The title compds . 
are useful as phospholipase enzyme inhibitors, especially cytosolic 
phospholipase A2 (cPLA2), for treatment of inflammatory conditions, 
particularly where inhibition of production of prostaglandins, 
leukotrienes, and PAF are all desired. Eighty-seven compds. of the 
invention were tested for phospholipase enzyme inhibiting activity in 
the LysoPC and/or Coumarine assay. IC50 values ranged from 0.081 
MM to >50 mM for the LysoPC assay and from 2 . 5 \M to >64 
MM for the Coumarine assay. Selected compds. were tested for in 
vivo activity in the carrageenan-induced rat paw edema test, and 
showed 4.2% to 34.2% inhibition. Forty-eight compds. of the invention 
were tested for cPLA2 enzyme activity, and exhibited 25% to 95% 
inhibition at concns . of 3 uM to 100 \M. 
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Ph-S02-NH 




NH2 



HC1 



II 



AB Title compds. [I; R = 5-C6H5S02NH, 6-C6H5S02NH, 5-C6H5NHS02, 

5-C6H5S02N (CH2COOEt) , 5-C6H5S02N (CH3) , 5-C6H5N (CH2CH2CH2COOEt ) CO, 
5-C6H5, CH3N<C6H5)CO, 8; Rl = H, 7-CH3, 3-Br, 3-EtO; R2 = C(:NH)NH2; A 
= CH2, NH; X = CH, MeN, EtOCOCH2CH2N, 0, S, NCH2C02H; Y = N, CH, 
CH:CH; Z = CH, N; dotted bond = single, double in relation to X; A is 
attached at 2, or 8 position depending on the heterocyclic ring] and 
their tautomers, stereoisomers, mixts . and their physiol. compatible 
salts with inorg. or organic acids or bases are prepared and title compds 
in which R2 is a cyano group, present valuable intermediate products 
for the production of the remaining compds. of the general formula I, with 
R2 is amidino, which have valuable pharmacol. properties, especially an 
antithrombotic activity. Thus, the title compound II was prepared 
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SK, SL, TJ, TM, TR, TT, UA, UG, UZ, VN, YU, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM 

GH, GM, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, 

ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, 

CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
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A 20000905 US 1999-243200 19990202 

DE 1998-19804085 19980203 
US 1998-77694P 19980312 
DE 1998-19834325 19980730 
WO 1999-EP537 19990128 
Approx. 300 antithrombotic title compds . such as 4-[5-[N-(8- 
quinolylsulf onyl) -N- ( carboxymethyl ) amino] -l-methyl-lH-benzimidazol-2- 
ylmethyl] benzamidine hydrochloride (I) , 4- [5-[N- (benzenesulf onyl ) -N- [2- 
( dimethyl amino) ethyl] amino] -l-benzyl-lH-benzimidazol-2- 
ylmethyl] benzamidine dihydrochloride, 4- [5- [N- (3-carboxypropionyl) -N- 
(cyclopentyl) amino] -l-methyl-lH-benzimidazol-2-ylmethyl] benzamidine 
hydrochloride (II), and 4- [ 5- [N- ( 8-quinolylsulf onyl) -N- 
( carboxymethyl) amino] -l-methyl-lH-benzothiazol-2-ylmethyl] benzamidine 
hydrochloride were prepared by standard methods. The ED200 in pM for I 
was 0.92 and for II was 0.82. Formulations for the antithrombotics 
were given. 
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Preparation of pyridones as herbicides 
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AB The title compds . I [Rl = H, alkyl, etc.; R2 = haloalkyl, etc.; R3, R4 
= H, alkyl, etc.; Q = (un) substituted Ph, etc.] are prepared The title 
compound II (at 10 g/area ) gave £ 90% control of Amaranthus 
retrof lexus . 
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AB Title compds. [I; Rl = Z1C0NHR; R = (un) substituted Ph, 

-benzothiazolyl, -indolyl, -pyridyl, etc.; R2 = H or halo; Z = CH2 or 
O; Zl = CH2, CH2CH2, 0CH2, NHCH2] were prepared Thus, 
1-adamantaneacetyl chloride was amidated by 6-amino-2- 
methylbenzothiazole to give I (Rl = CH2C0NHR, R = 2 -methyl- 6- 
benzothiazolyl, R2 = H, Z = CH2) . Data for biol. activity of I were 
given. 

REFERENCE COUNT: 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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0 




F3C 




II 



AB The title compds . I [R = alkyl, etc.; Q = indolyl (2 generic 

structures given) ] are prepared The title compound II (at 10 g) gave 
^ 90% control of Echinochloa oryzicola, Monochoria vaginalis / 
and Scirpus juncoides. 
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AB Title compds. [I; R = R1CR6R7; Rl = (un) substituted indolyl; R4 = H or 
alkyl; R5 = H or CH2C02H; R6,R7 = H, (cyclo) alkyl; R4R7 = bond; X = O, 
S, NH; Z = 0 or S] were prepared as hypoglycemics and aldose reductase 
inhibitors. Thus, 5- f ormylindole (preparation given) was condensed with 
thiazolidine-2, 4-dione to give title compound II. Data for in vivo 
biol. activity of I were given. 
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II 



AB The title compds . (I; Rl = Cl-6 alkylene; R2 = H, Cl-6 alkyl, Cl-4 
alkoxy or alkylthio, halo, N02, NH2, Cl-4 alkylamino, di (Cl-4 
alkyl) amino, or C6-10 aryl, heterocyclyl, or C7-11 aralkyl each 
optionally having 1-3 substituents ; X = C6-10 aryl or heterocyclyl 
optionally having 1-3 substituents; Y = O, S, NR3; wherein R3 = H, 
Cl-6 alkyl, Cl-8 acyl; Z = Q, Ql; wherein XI = C and Zl = O or S; or 
XI — N and Z = O) , which are useful for improving hyperlipidemia, 
hyperglycemia, obesity, impaired glucose tolerance, insulin 
resistance, and diabetes complications, and thereby treating or 
preventing impaired glucose tolerance-caused diseases such as 
hypertension, osteoporosis, and cachexia and diabetes complications 
such as retinopathy, kidney disease, nerve diseases, cataract, and 
arteriosclerosis, are prepared Thus, 19 g 4- [2- (4- 

biphenylylsulfonyl) ethoxy] benzaldehyde and 2 , 4-thiazolidinedione were 
suspended in ethanol, treated with 2 mL piperidine, and refluxed for 
16 h to give 23.6 g thiazolidinedione derivative (II; Z = Q) , which (10 
as hydrogenated in the presence of 5% Pd-C in AcOH at 90° for 
20 h to give 2.93 g [ (biphenylylsulf onylethoxy) benzyl] thiazolidinedion 
e II (Z = Ql; wherein XI = C, Zl = S) . 
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AB Title compds. [I; X = N, CR6; Y = O, S, NR7; A, B = H; AB = bond; 1 of 
R1-R6 = CON:C(NH2)2, the other of R1-R6 = H, F, Cl, Br, iodo, alkyl, 
<>2 of R1-R6 = cyano, N02, N3, alkoxy, CF3, etc.; R7 = H, alkyl, 
alkenyl, etc.], were prepared Thus, 3-chloro-5-f luoro-l-methylindolyl- 
carboxylic acid guanidide hydrochloride (synthetic outline given) 
inhibited rabbit erythrocyte Na+/H+-exchanger with IC50 = 3 + 
10-8 M. 
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AB A thioether having the formula ASR is prepared by reaction of AH, where 
A comprises a C bonded to the H which C is either capable of ionizing 
to a nucleophilic state or is conjugated to such an atom, with HSR or 
RSSR, where R is a substituted or unsubstituted aryl or alicyclic 
group/ said group being carbocyclic or heterocyclic, or thiocarbonyl, 
in the presence of a base and an oxidizing agent that is free of 
reactive halogen and that is capable of oxidizing HSR to RSSR. The 
process provides a more efficient, more cost-effective, and more 
environmentally favorable method for the manufacture of thio 

ether-containing 

photog. couplers. Environmentally hazardous halogenated wastes which 
must be disposed of are not generated. As an example, I was prepared 
from 6-methyl-3- [3- ( 4-nitrophenyl ) propyl] -lH-pyrazolo [ 5, 1-c] -1,2, 4- 
triazole and phenyltetrazolethiol by use of Et3N and 
N-methylmorpholine N-oxide. 



Lll ANSWER 26 OF 29 MARPAT COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



122:239545 MARPAT 

Preparation of 4-bicyclyldihydropyridines as 
cardiovascular agents. 

Straub, Alexander; Goldmann, Siegfried; 

Stoltefuss, Juergen; Bechem, Martin; Dembrowsky, 

Klaus; Gross, Rainer; Hebisch, Siegbert; Huetter, 

Joachim; Rounding, Howard-Paul 

Bayer A.-G., Germany 

Eur. Pat. Appl. , 95 pp. 

CODEN : EPXXDW 

Patent 

German 

1 



PATENT NO. 




KIND 


DATE 


APPLICATION NO. 


DATE 


EP 


630895 




Al 


19941228 


EP 


1994-109019 


19940613 




R: AT, 


BE, 


CH, DE, 


DK, ES, FR, 


GB, GR, IE, IT, LI, 


LU, MC, 




PT, 


SE 












DE 


4321030 




Al 


19950105 


DE 


1993-4321030 


19930624 


US 


5545646 




A 


19960813 


US 


1994-261585 


19940617 


CA 


2126397 




AA 


19941225 


CA 


1994-2126397 


19940621 


JP 


07033774 




A2 


19950203 


JP 


1994-160800 


19940621 


US 


5721248 




A 


19980224 


US 


1996-644880 


19960510 


PRIORITY APPLN. 


INFO. 






DE 


1993-4321030 


19930624 












US 


1994-261585 


19940617 



GI 



Searcher 



Shears 



571-272-2528 



10/663335 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. [I; Rl, R4 = H, amino, cyano, formyl, CF3, (substituted) 
alkyl; R2 = cyano, carbamoyl, alkoxycarbonyl, etc.; R3 = cyano, N02, 
formyl, (substituted) alkoxycarbonyl, carbamoyl; R3R4 = COECH2; E = O, 
S, (CH2)n; n = 1,2; R5 = Q1-Q4, etc.; R24 = H, halo, alkyl, alkoxy; 
R25 = (cyclic) (unsatd.) (0- or S-interrupted) (substituted) 
hydrocarbyl; L = 0, S, NH; V = 0, S; X = N, NO], were prepared having Ca 
agonist/antagonist activity (no data). Thus, Et 5-cyano-l, 4-dihydro- 
2, 6-dimethyl-4- (4-oxo-2-phenyl-4H-l-benzothiopyran-8-yl) -3- 
pyridinecarboxylate was heated with NaBH4 in Me3COH/MeOH to give title 
compound II. 
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AB The title compds. I [L = O, S, SO, S02; Rl = (un) substituted Ph, 

(un) substituted heterocyclyl, etc.; R2 = H, lower alkoxycarbonyl, Ph, 
PhS; R3 = H, halogen, (un) substituted alkyl, Ph, lower alkoxy, lower 
alkoxycarbonyl, CN, etc.; R4 = H or 1-3 substituents selected from 
halogen, CN, N02, NH2, etc.; m, n = 0, 1; when m = 0 then Rl can only 
be heterocyclyl and CHR2 can only be bonded to a ring N of Rl; when m 
=0, n = 1 and L is O, S, or SO, then R2-R4 = H; when m = 0, n = 1, L 
is S, R2, R4 = H and R3 = halogen; when m = 0, n = 1, and L is SO or 
S02 then R2 is lower alkoxycarbonyl and R3 = R4 = H while Rl 
substituted Ph] , useful for the treatment of degenerative diseases (no 
data), are prepared Thus, 2-hydroxymethyl-4-chlorosaccharin was reacted 
with thionyl chloride, producing 2-chloromethyl-4-chlorosaccharin 
(II) . II demonstrated inhibition constant for human leukocyte elastase 
(rate of reactivation of enzyme to rate of inactivation of enzyme) of 
0.5 nM and 26 nM for a-chymotrypsin . 
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AB Title compds. I (Rl = H, Cl-10 alkyl, Cl-10 alkoxy, etc.; R2, R3 = 
R4C:BN(ORa) / R4 = (halo) (hydroxy) Cl-6 alkyl, C2-6 alkenyl, 
(halo)heteroaryl, Cl-6 alkoxy, R5R6N wherein R5 = H, alkyl, R6 = Cl-6 
alkyl, aryl, PhCH2, etc.; B = 0, S, Ra = H, cation, aroyl, Cl-12 
alkoyl; W = CH2(CH2)s, 0(CH2)s, S(CH2)s, NR7(CH2)s, s = 0-3, R7 = H, 
Cl-4 alkyl, Ph, Cl-6 alkoyl, aroyl; 1 = q = 0, 1) or a salt thereof, 
are prepared I are also analgesics. To 6-hydroxy-l-tetralone was added 
NaH, followed by 4- (MeO) C6H4CH2C1 and the mixture was heated to 
90° for 1 h to give the tetralone derivs. To this in pyridine 
was added H0NH2.HC1 to give the oxime, which was treated with 
BH3-pyridine and converted to the N-hydroxyamine derivative to which was 
added Me3SiNC0 to give after work up the title compound II. II 
inhibited 5-lipoxygenase with IC50 of 0.5 uM and an analgesic 
activity ED50 of 10 mg/kg. 
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AB Photoprotective compns . which are useful for topical application to 

prevent sunburn and sun-induced premature aging of the skin caused by 
acute or chronic exposure to UV light, comprise chelating agents , 
Rl(NR4)nCMC( :NOR3)R2 ( Rl, R2 = alkyl, aryl, heteroaryl, R1R2 = cyclic 
alkyl; R3, R4 = H, alkyl, aryl, heteroaryl; M = :0, :S, etc.; n = 0, 
1). A moisturizing lotion containing 2.00 % di-2-furyl 
ethanedione-syn-monooxime was prepared 
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benzimidazolyl, etc.; Rl = Ph, naphthyl, etc.; R2-3 = H, alkyl, 
hydroxyalkyl, etc.; R6 = H, alkyl, etc.; R7 = H, alkyl, OH, alkoxy, 
hydroxyalkyl, etc.; R4-5 = H, alkyl, etc.] are prepared For instance, 
[3- (lH-indol-3-yl) -3-phenylpropyl] methylamine (II) is prepared in 3 
steps from indole, MeldrurrTs acid and benzaldehyde . II has 
a pKi = 8.45 for the human serotonin reuptake transporter. I are 
useful for the treatment of depression and anxiety. 
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AB This invention relates to the (R) -isomers of compounds which are 

generally muscarinic receptor antagonists and which are represented by 
Formula I: wherein p, R-l, R-2, R(3 ) and A are as defined in the 
specification, or individual isomers, racemic or non-racemic mixtures 
of isomers, or acceptable salts or solvates thereof. The invention 
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further relates to pharmaceutical compositions containing such 
compounds and methods for their use and preparation as therapeutic 
drugs . 
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AB The title compds. [I; n = 0-2; p = 1-2; Rl = (un) substituted 

(hetero) aryl; R2 = (un) substituted heterocyclyl; R3 = H, alkyl, COR5 
(wherein R5 = alkyl, alkoxy, aryl, aryloxy) ; R4 = H, OH, CN, alkyl, 
etc.], useful for treating or preventing a disease state that is 
alleviated by 5-HT6 agonists, were prepared E.g., a 3-step synthesis of 
I [n = 2; Rl = 2-FC6H4; R2 = piperazino; R3, R4 = H] , was given. The 
compds. I were tested and found to have selective 5-HT6 receptor 
affinity. Activities for representative compds. I were given. The 
pharmaceutical composition comprising the compound I is claimed. 
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AB The title compds . [I; n = 0-2; p = 1-2; Rl = (un) substituted 

(hetero) aryl; R2 = (un) substituted heterocyclyl; R3 = H, alkyl, COR5 
(wherein R5 = alkyl, alkoxy, aryl, aryloxy) ; R4 = H, OH, CN, alkyl, 
etc.], useful for treating or preventing a disease state that is 
alleviated by 5-HT6 agonists, were prepared E.g., a 5-step synthesis of 
I [n = 2; Rl = Ph; R2 = piperazino; R3 = H; R4 = H] , was given. The 
compds. I were tested and found to have selective 5-HT6 receptor 
affinity. Activities for representative compds. I were given. The 
pharmaceutical composition comprising the compound I is claimed. 
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further relates to pharmaceutical compositions containing such 
compounds and methods for their use as therapeutic agents. 
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2003-663314 20030916 
AN 2004-294422 [27] WPIDS 
AB US2004063724 A UPAB: 20040928 

NOVELTY - 2, 7-Substituted indole derivatives (I) are new. 

DETAILED DESCRIPTION - 2 , 7-Substituted indole 
derivatives of formula (I) and their salts are new. 



n 
P 



0, 1 
1 or 
Rl 
R2 
R3 
R5 
R4 



or 
2; 



2; 



= (hetero) aryl; 
= heterocyclyl; 
= H, alkyl, or -C(=0) -R5; 
= alkyl, alkoxy, aryl or aryloxy; 

= H, hydroxy, cyano, alkoxy, thioalkyl, alkylthio, halo, 
haloalkyl, (hydroxy) alkyl, nitro, alkoxycarbonyl, alkylcarbonyl, 
arylsulf onyl, (halo) alkylsulf onyl, amino, (di) alkylamino, 
alkyl (aryl) amino, alkylaminocarbonyl , alkylcarbonylamino, 
alkylcarbonyl (alkylamino) , alkylaminosulf onyl, alkylsulf onylamino or 
methylenedioxy . 

An INDEPENDENT CLAIM is included for preparation of (I). 
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ACTIVITY - CNS-Gen.; Neuroleptic; Antimanic; Antidepressant; 
Neuroprotective; Nootropic; Tranquilizer; Antiparkinsonian; 
Anticonvulsant; Gastrointestinal-Gen.; Anorectic; Antimigraine; 
Hypnotic; Anabolic; Eating-Disorders-Gen.; Antiaddictive; Antismoking; 
Vulnerary; Cerebroprotective . 

MECHANISM OF ACTION - 5-Hydroxytryptamine-6 receptor (5-HT6) 
antagonist. 

The binding affinity of 2-benzenesulf onyl-7- ( 4-methylpiperazin-l- 
yl) -lH-indole (A) to human 5-HT6 receptor was determined by 
an in vitro radioligand binding assay. Cell membranes derived from 
HEK293 cells stably expressing recombinant human 5-HT6 receptors were 
incubated with (3H)LSD (5 nM) and (A) in an assay buffer (50 mM 
Tris-HCl, 10 mM MgS04, 0.5 mM EDTA, 1 mM ascorbic acid, pH 7.4) at 37 
deg. C for 60 minutes. The cells were harvested and washed; and bound 
(3H)LSD was measured by Packard Topcount. (A) Showed pKi value of 9.1. 

USE - For treating CNS diseases e.g. psychoses, schizophrenia, 
manic depressions, neurological disorders, memory disorders, attention 
deficit disorder, Parkinson's disease, amyotrophic lateral sclerosis, 
Alzheimer 1 s disease and Huntington's disease, gastrointestinal tract 
disorder, obesity (claimed) . 

Also for the treatment of anxiety, depression, epilepsy, 
obsessive compulsive disorders, migraine, sleep disorders, feeding 
disorders (e.g. anorexia and bulimia), panic attacks, withdrawal from 
drug abuse (e.g. cocaine, ethanol, nicotine and benzodiazodiazepines ) , 
and also disorders associated with spinal trauma and/or head injury 
such as hydrocephalus. 

ADVANTAGE - The compounds are potent and selective 5-HT6 receptor 
antagonists . 
Dwg. 0/0 
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AB Title compds. I [] are prepared For instance, 7-methoxy-3 , 4-dihydro-lH- 
naphthalen-2-one is alkylated with [ l-benzylpiperidin-4-yl] amine 
(C1CH2CH2C1, NaHB(OAc)3), the resulting product is alkylated with 
propionaldehyde (C1CH2CH2C1, NaHB(OAc)3), debenzylated (EtOH, 
H2-Pd(OH)2) and acylated with morpholine-4-carbonyl chloride (CH2C12, 
DIEA) to give II. II has pKi =8.57 and 8.83 for the muscarinic M2 
and M3 receptor resp. I are useful for the treatment of smooth muscle 
disorders and genitourinary diseases. 
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7-nitro-3, 4-dihydro-lH-naphthalen-2-one is used to alkylate 
4- (aminomethyl)piperidine-l-carboxylic acid tert-Bu ester 
(1,2-dichloroethane, NaHB(OAc)3), the product alkylated with 
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activities are determined for selected compds. I are useful for the 
treatment of genitourinary disorders. 
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##STR1## wherein X, Y, and Z are O, S, or NR4, and the other 
substituents are as defined in the specification; and prodrugs, 
individual isomers, racemic or non-racemic mixtures of isomers, and 
pharmaceutically acceptable salts or solvates thereof. The invention 
further relates to pharmaceutical compositions containing such 
compounds and methods for their use as therapeutic agents. 
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individual isomers, racemic or non-racemic mixtures of isomers, and 
pharmaceutical^ acceptable salts or solvates thereof. The invention 
further relates to pharmaceutical compositions containing such 
compounds and methods for their use as therapeutic agents. 
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NOVELTY - Substituted 1-aminoalkyl -lactams (I) or their prodrugs, 
individual isomers, racemic or non-racemic mixtures of isomers, salts 
or solvates are new. 

DETAILED DESCRIPTION - Substituted 1-aminoalkyl-lactams of 
formula (I) or their prodrugs, individual isomers, racemic or 
non-racemic mixtures of isomers, salts or solvates are new. 

Rl, R2 and R3 = H, halogen, 1-6C alkyl, -OR 1 , -SR», -NR' R 1 1 , 
-SOR", -S02R', -COOR', -OCOR', -OCONR , R ,, / -OS02R* , -0S02NR , R ,, / 
-NR'S02R'», -NR 1 COR 1 1 , -S02NR , R ,i , -S02 (CH2 ) 0-3CONR 1 R 1 1 , -CONR'R", 
cyano, halogenalkyl or nitro; 

CR1R2 = 5- to 7-membered aromatic, optionally saturated ring, 
optionally incorporating one or two ring heteroatoms selected from N, 
S (0)0-2 or 0, and optionally substituted with 1-6C alkyl, halogen, 
cyano or lower alkoxy; 

R' and R 1 1 = H, optionally substituted 1-6C alkyl, 

0- 3C-alkyl-alkoxy, (hetero) aryl, heterocyclyl, aryl- (1-3C) -alkyl, 
heteroaryl- (1-3C) -alkyl, heterocyclyl- ( 1-3C) -alkyl or 
(cycloalkyl) alkyl; 

NR 1 R 1 1 = 5- to 7-membered ring, optionally incorporating one 
additional ring heteroatom selected from N, O or S (0)0-2; 
R4 = 1-6C alkyl; 

R5 = 1-6C alkyl, 1-6C alkenyl, 1-6C alkynyl or cycloalkyl; 

X, Y and Z = -S-, -0-, -CH2-, -N-R6, -CH2-; 

R6 = H, 1-6C alkyl, halogenalkyl, aryl- ( 1-6C) -alkyl, 
heteroaryl- (1-6C) -alkyl, - ( 1-6C) -CR' R' R f , -C00R', -S02R', -C(0)R», 
-SO2-(CH2)0-3-NR'R» », -CONR'R 1 ', -C (O) 0CH20C (O) R' , 
-C(0)0-CH2-S-C(0)-R' or -P0(0R')2; 
m =0-3; and 
n =1-6. 

provided that one of X, Y and Z = -S-, -0-, -CH2- or -N-R6, the 
others are -CH2-. 

An INDEPENDENT CLAIM is also included for the preparation of (I) . 

ACTIVITY - Antiinflammatory; Antidiarrheic; Analgesic- 
Ant ias thmatic; Uropathic . 

MECHANISM OF ACTION - Muscarinic M2/M3 receptor antagonist. 

1- (4- ( (2- (3, 3-dimethyl-2, 3-dihydrobenzofuran-6-yl) -1- 
methylethyl) propyl-amino) butyl) -piperidine-2-one, hydrochloride salt 

(A) was tested for in vitro inhibitory activity using a method 
described in Hegde, S.S et al., Br. J. Pharmacol. 1997, 120 

(1409-1418).. Cell membranes from Chinese hamster ovary cells 
expressing the recombinant human muscarinic receptors (ml - m5) were 
employed. The assays were conducted with the radioligand (3H)N-methyl 
scopolamine (0.4 nM, specific activity 84 Ci.mmol-1) in a final volume 
of 0.25 ml Tris-Kreb buffer. Non-specific binding was defined with 1 
micro M atropine. Assays were performed using scintillation proximity 
assay technology. The ratio of m2 and m3 for (A) showed pKi value of 
1.2. 

USE - In the manufacture of a medicament that is useful in the 
treatment or prevention of a disease state, which is alleviated with 
M2/M3 muscarinic antagonist and associated with smooth muscle 
disorders such as genitourinary or gastrointestinal tract and 
respiratory states (claimed) . Genitourinary tract disorders includes 
overactive bladder or the symptoms usually manifested in detrusor 
hyperactivity and its symptoms such as changes symptomatically 
manifested as urgency, frequency, reduced bladder capacity, 
incontinence episodes; the changes urodynamically manifested as 
changes in bladder capacity, micurition threshold, unstable bladder 
contractions, sphinteric spasticity, detrusor hyperref lexia 
(neurogenic bladder), in conditions such as outlet obstruction, outlet 
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insuf f iciency, pelvic hypersensitivity or in idiopathic conditions 
such as detrusor instability. Gastrointestinal tract disorders 
includes irritable bowel syndrome, diverticular disease, achalasia, 
gastrointestinal hypermotility disorders and diarrhea. Respiratory 
tract disorders includes chronic obstructive pulmonary disease, 
asthma, pain and pulmonary fibrosis. 

ADVANTAGE - (I) shows reduced side effects and is M2/M3 selective 
muscarinic receptor antagonist. 
Dwg. 0/0 
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The synthesis and antiallergic activity of a series of novel 
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from anti-IgE stimulated basophils obtained from allergic donors. 
Optimal inhibition is exhibited in benzothiophenes with a 3-alkoxy 
substituent in combination with a 5-methoxy, 6-methoxy, or a 
5, 6-dimethoxy group. Compound 13c (CI-959) also inhibited respiratory 
burst of human neutrophils and the release of mediators from 
anti-IgE-stimulated human chopped lung. 
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AB The synthesis and antiallergic potential of a series of novel 

indolecarboxamidotetrazoles I [R = Ph, H, 4-MeOC6H4, Me, CH2Ph; Rl = 
OH, OMe, OEt, OCHMe2, 0(CH2)8Me, H, CHMe2, SMe, S02Me, SCHMe2, SPh, 
OC6H4N02-4; R2 = 4-, 5-, 6-OMe, 5-OH, 5-OCH2Ph, 5-Me, 5-Br, 5-C1] is 
described. A number of compds . inhibit the release of histamine from 
anti-IgE-stimulated basophilic leukocyte obtained from allergic 
donors. Optimal inhibition is exhibited by compds. with 3-alkoxy, 
5-methoxy, and 1-Ph substituents on the indole core 

structure. I (R = Ph, Rl = OCHMe2, R2 = 5-OMe) , designated CI-949, is 
a potent inhibitor of histamine release from human basophils and from 
guinea pig and human chopped lung. 
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AB Methods for the synthesis of novel 3-hydroxy, 3-alkoxy, and 3-alkyl 
indole-2-carboxylic acids and esters are described. Dieckmann 
cyclization of various 2- [ (carboxymethyl) amino] benzoic acid diesters 
yielded 1-unsubstituted-, 1-methyl-, and l-phenyl-3-hydroxy-lH- 
indole-2-carboxylic acid esters. An Ullmann reaction with 
bromobenzene converted lH-indoles to 1-phenylindoles . Thus, Dieckmann 
cyclization of benzoic acid diesters I (R = H, Rl = OMe, Br; R = Rl = 
CI) gave indole esters II (R2 = H, R3 = Me, R4 = H) , which 
on alkylation with Me2CHBr gave II (R2 = CHMe2) . Ullmann reaction in 
PhBr as solvent and reagent converted II (R2 = CHMe2, R3 = Me, R4 = H) 
to II (R2 = CHMe2, R3 = Me, R4 = Ph) which upon saponification gave II 
CHMe2, R3 = H, R4 = Ph) • 
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D QUE' STAT 

FILE 'CAPLUS' ENTERED AT 12:12:10 ON 15 MAR 2006 
L3 3 SEA ABB=ON PLU=ON L2 

D 1-3 IBIB ABS HITSTR 

FILE 'CAOLD 1 ENTERED AT 12:12:22 ON 15 MAR 2006 
L4 0 SEA ABB=ON PLU=ON L2 

FILE 1 USPATFULL 1 ENTERED AT 12:12:40 ON 15 MAR 2006 
L5 1 SEA ABB=ON PLU=ON L2 

D IBIB ABS 

FILE 'MEDLINE, BIOSIS, EMBASE 1 ENTERED AT 12:12:52 ON 15 MAR 2006 
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L6 0 SEA ABB=ON PLU=ON L2 

FILE 1 MARPAT 1 ENTERED AT 12:12:57 ON 15 MAR 2006 
L7 STR LI 

L8 3 SEA SSS SAM L7 (MODIFIED ATTRIBUTES) 

L9 105 SEA SSS FUL L7 (MODIFIED ATTRIBUTES) 

L10 STR L7 

Lll 29 SEA SUB=L9 SSS FUL L10 (MODIFIED ATTRIBUTES) 

D QUE STAT 
D 1-29 . BEVMAR1 



FILE 'HOME' ENTERED AT 12:16:29 ON 15 MAR 2006 
D QUE STAT L2 
D QUE STAT Lll 
D COST 

FILE 'CAPLUS, MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH, 
JICST-EPLUS, JAPIO' ENTERED AT 13:09:26 ON 15 MAR 2006 



L12 95 SEA ABB=ON PLU=ON "MADERA A"?/AU 

L13 89 SEA ABB=ON PLU=ON "WEIKERT R"?/AU 

L14 17 SEA ABB=ON PLU=ON L12 AND L13 

LIS 15 SEA ABB=ON PLU=ON (L12 OR L13) AND INDOLE 

L16 28 SEA ABB=ON PLU=ON L14 OR L15 

LI 7 19 DUP REM LI 6 (9 DUPLICATES REMOVED) 
D 1-19 IBIB ABS 



FILE 1 HOME 1 ENTERED AT 13:11:09 ON 15 MAR 2006 
D QUE STAT L2 
D QUE STAT Lll 
D COST 

FILE 'CAPLUS, MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH, 
JICST-EPLUS, JAPIO ' ENTERED AT 13:16:41 ON 15 MAR 2006 



L18 15 SEA ABB=ON PLU=ON (L12 OR L13) AND 7INDOLE 

L19 28 SEA ABB=ON PLU=ON L14 OR L18 

L20 19 DUP REM L19 (9 DUPLICATES REMOVED) 

D L20 1-19 IBIB ABS 



FILE 'HOME 1 ENTERED AT 13:17:44 ON 15 MAR 2006 
D QUE STAT L2 
D QUE STAT Lll 



FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 14 MAR 2006 HIGHEST RN 876856-38-1 
DICTIONARY FILE UPDATES: 14 MAR 2006 HIGHEST RN 876856-38-1 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*****★**★★★★★★★★***★★**★★*★★********★★*★★**★*★★*******★★**★**** 

★ * 
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* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 

***************************************** 

Structure search iteration limits have been increased. See HELP SLIMI 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas . org/ONLINE/UG/regprops . html 

FILE CAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storin 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 15 Mar 2006 VOL 144 ISS 12 
FILE LAST UPDATED: 14 Mar 2006 (20060314/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 

FILE CAOLD 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

FILE USPATFULL 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 14 Mar 2006 (20060314/PD) 

FILE LAST UPDATED: 14 Mar 2006 (20060314/ED) 

HIGHEST GRANTED PATENT NUMBER: US7013485 

HIGHEST APPLICATION PUBLICATION NUMBER: US2006053519 
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CA INDEXING IS CURRENT THROUGH 14 Mar 2006 (20060314/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 14 Mar 2006 (20060314/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Dec 2005 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Dec 2005 



FILE MEDLINE 

FILE LAST UPDATED: 14 MAR 2006 (20060314/UP) . FILE COVERS 1950 TO DA 

On December 11, 2005, the 2006 MeSH terms were loaded. 

The MEDLINE reload for 2006 is now (26 Feb.) available. For details 
on the 2006 reload, enter HELP RLOAD at an arrow prompt (=>) . 
See also: 

http : //www. nlm. nih . gov/mesh/ 

http : //www. nlm. nih . gov/pubs/techbull/nd04/nd04_mesh . html 

http : //www. nlm. nih . gov/pubs/techbull/ nd05/nd05_med_data_changes . ht 

http : //www. nlm. nih . gov/pubs/techbull/nd05/nd05_2 006_MeSH . html 

OLDMEDLINE is covered back to 1950. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2006 vocabulary. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE BIOSIS 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 9 March 2006 (20060309/ED) 



FILE EMBASE 

FILE COVERS 1974 TO 10 Mar 2006 ( 20060310/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

The updates on February 20 and 24, 2006, were incomplete due to a 
technical problem. The problem has been corrected, and the missing 
records were included in the update on March 3, 2006. If you 
received SDI results from the original updates on February 20 and 24, 
you will automatically be credited for the update that was rerun on 
March 3 . 

If you have any questions, please contact your STN Service Center. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE MARPAT 

FILE CONTENT: 1910-PRESENT VOL 144 ISS 11 (20060310/ED) 
SOME MARPAT RECORDS ARE DERIVED FROM INPI DATA FOR 1910-1987 



MOST RECENT CITATIONS FOR PATENTS FROM MAJOR ISSUING AGENCIES 
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(COVERAGE TO THESE DATES IS NOT COMPLETE) : 

US 2006030554 09 FEB 2006 
DE 102004053311 05 JAN 2006 
EP 1609846 28 DEC 2005 

JP 2006003337 05 JAN 2006 
WO 2006012333 02 FEB 2006 
GB 2415429 28 DEC 2005 

FR 2873371 27 JAN 2006 

RU 2266908 27 DEC 2005 

CA 2495134 23 DEC 2005 

Expanded G-group definition display now available. 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 



FILE HOME 
FILE WPIDS 

FILE LAST UPDATED: 10 MAR 2006 <20060310/UP> 

MOST RECENT DERWENT UPDATE: 200617 <200617/DW> 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, CQVERS 1963 TO DATE 

»> FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE, 
PLEASE VISIT: 

http : //www. stn-international . de/ training_center/ patents/stn_guide . pdf 



»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, SEE 

http: //scientific. thomson. com/support/patents/coverage/latestupdates/ 

»> FOR INFORMATION ON ALL DERWENT WORLD PATENTS INDEX USER 

GUIDES, PLEASE VISIT: 
http : //scientific . thomson . com/ support/products/dwpi/ 

»> FAST-ALERTING ACCESS TO NEWLY- PUBLISHED PATENT 

DOCUMENTATION NOW AVAILABLE IN DERWENT WORLD PATENTS INDEX 
FIRST VIEW - FILE WPIFV. 
FOR FURTHER DETAILS: 

http: //scientific. thomson. com/ support /products /dwpifv/ 

»> THE CPI AND EPI MANUAL CODES WILL BE REVISED FROM UPDATE 200601. 
PLEASE CHECK: 

http: / /scientific. thomson. com/support/patents/dwpiref / reftools/ classif 

»> PLEASE BE AWARE OF THE NEW IPC REFORM IN 2006, SEE 

http : //www. stn-international . de/stndatabases/details/ipc_ref orm. html 

http : //scienti f ic . thomson . com/media/scpdf /ipcrdwpi . pdf «< 

FILE CONFSCI 

FILE COVERS 1973 TO 25 May 2005 (20050525/ED) 
CSA has suspended updates until further notice. 
FILE SCISEARCH 

FILE COVERS 1974 TO 9 Mar 2006 (20060309/ED) 
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SCISEARCH has been reloaded, see HELP RLOAD for details. 
FILE JICST-EPLUS 

FILE COVERS 1985 TO 13 MAR 2006 (20060313/ED) 

THE JICST-EPLUS FILE HAS BEEN RELOADED TO REFLECT THE 1999 CONTROLLED 
TERM (/CT) THESAURUS RELOAD. 

FILE JAPIO 

FILE COVERS APR 1973 TO OCTOBER 27, 2005 
»> GRAPHIC IMAGES AVAILABLE «< 

»> NEW IPC8 DATA AND FUNCTIONALITY NOT YET AVAILABLE IN THIS FILE. 

USE IPC7 FORMAT FOR SEARCHING THE IPC. WATCH THIS SPACE FOR FURTHE 
DEVELOPMENTS AND SEE OUR NEWS SECTION FOR FURTHER INFORMATION 
ABOUT THE IPC REFORM «< 



Searcher 



Shears 571-272-2528 



